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Tha inttial intravenous dose for sedatton in adult patients may be aa Mtk es 1 mg, but should not arcaed 2.5 mg in a nnnnal heatthy adult Lower doses are necas- 
sary for alder (over 60 years) or debtlltated pad&s and in patients receiving arnmmitard narwtics or other c.enbat nwvons system (CNS) depressants. Tha inltbl 
dose and all subsequent doses should always be titrated slowly; administw ovw at leest 2 minutas and altow an additional 2 or more minutes to full 
sedative effect. The use of the 1 mg/mL forrmdation or dihdian of the 1 mglmL or 5 mg/mL fomxdatlon k recommended to facilltak stower k~] 

evahrak ttw 

sedative medications in 
,d on. Doses of 

tiat pediatric dose of v&f 
dfatria patents must be catcukkd on a mg/kg basis, and lnitiaf dosas and aft subsequent doses should af 
SEO 

be tihakd shdy. me inf- 

inform&n). 
for sedatfonIanxtotyaislamnesia is age, pfocedure, a.nd rraik dependent (sea DOS&X AND ADMMlaON ftx complete dosing 

Neonates:VERSED should not be administered by rapid inisctian in the neonatal o ulatlon. severe hypoknsfon and seizures have been reporkd fotiowing rapid 
IV administratton, parttcularty with concomitant use of fentanyl (seeDOSJ6EAN! &)MINtSTRATtON for complete infrxm&n). 

.- -. - __ 
!sCWTlON: MRSEtl is a water-sdubla beniu&epins aMilabk as a skrtle. non 

- --..__ 

nfains midazolam hydmddadde equivalent tu 1 mg or 5 mg midazokm campou 
enic rxmdeid Gasa& form for intrarenous of tntr&sxkr inixttan Each n 

~~aB%~chlarideardOM%edetatedkodlum,~l%benzyl.~hd 
&ma* lIta pH Is adjusted to appmximakly 3 wiltr hydtwhlarfc ti and, if necessary, sodkm hydsxdd& 

1L 
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OUNICAL PHAAMAUWGY: ‘EXE0 la a short-acting benzodiiine central nerwars Hrn (CNS) depressant 
The effects of VERSED on the CNS em dependent on me dose adminfstemd, thy mute of adminkhation. and the presence a absence 67 other medkatkns. Onset time of 
sedative effects atkr U admkkbatlon in adults is 15 minutes. wtth peak szdatkn accnrrirrg 30 to 60 minutes fattowing iniectton. In one adult study, when tested the 
fallowing M M% of the patients who mceivzd VERSEU IntmmuscuM 
recall nf the memory cards shown SJI mhmtes following drcQ Y 

had no recall of memory cards shown 30 minutes following drug admintsbatiin: 40% had no 

15 to 30 rninutP$ depending 
adminkhat on. Onset time of sedative effeckin tha ped&ric population begins within 5 minutes and peaks at 

wim5%clmepiabocc ntlz. 
an Ma dose admbdskmd In padktrk padent& up to 85% had no recall of piiums shown after wiving intmmusudar VERSED Compared 

Sedatfon in adult and pediatric pattents is achieved withln 3 to 5 mfnuke after lntravencus 
concurrent adminktrattan of narcotic 

(IV) i#ctton: the time of onset is affeckd by totat dose administEred and the 

82% of the patients had no recall o P. 
mrnedicatlon. Seventy-one percent of the adult pattents En endoszopy studks had no recall of iritroductiafl of the endoscoPe: 
wrthdrawai of the endoscopa In one study of pediatric patknts unde ain 

88%ofoatients~imDaimdreeaHvs90/.ot~daeehamntmlrInanoUierosdiatrieMlcolpavstudv.91%of z&&l 
lumbar puncture or bane marrow aspimtton. 
trezdedoa!ientswereamnestkarnParadwitb 

MRSmusedffdhected.doesnatdelalawakeningfmmgeneralanesmes$inadulk.Gmsst~ofracoveryafteranalcaning(orientatloRabn’ tostandandwatksuit- 
ability for discharge from the tscovery mom. mtum to baseline Triager competency) usually bdfcate recovery witfdn 2 horns but recawuy may t3.e 
cases. When mmpamd wtth pat&s wtro received WopentaL patients who ret&ad midazoiam general1 

lltwtr& 
recr#ered 

upto6honrsks~me 
at a slight@ slower rata Racovely fmm anesthesia or 

sedatlon for pmczdures in ped&ia patients depends on the dose of VWSB) administer& c&m’ 
the lxlwedllre 

n0fothermedlcidia0scausirtgCNSdepmsskmwd~urathnof 
_.. -__- __.- 
In patienta without inbaw&l lesions. inductton of genemi an&h&a with iV MRSEO is asxdakd with a made& decmase in cembtuspksl fluid 
puncture measurements), simi!ar to that observed fallowing IV thffpenfat. F?aUminary &da In nenmso&ai peltenk with rmrmel inbzmnki presswe but otcmas 

tsssuz(AhI 

am (suixra&notd screw measnremenk) sm c~nparable etmedkns of Intracn&t pressurn with @SFD and with thiopfmtal during &ixdlon. No similar studies havn 
beenmoorisdintxdiioatkds. 
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Abso@un: Ths absolute bioavailabQii of iha intramuscular mute was ~mater than 90% ~II a cn&over etudy 
25 mg IV or IM dose. The mean peak concantratkm (C 
l-hydmxy metaboiiie following ule IM dose was 8 og/mL d 

and time to peak (T& following the IM dose was 90 
di.0 hour). 

Following IM administration, &for mktazolam and -8s l-bydmxy metabolii were approximately one-half of those achieved after inbaveMus injactior 
Distributh: The volume of dtstrbutlon (Vd) determined fmm six single-dose pharmacokinetio studies imulving healthy aduits ranged fmm 10 to 9 I&I. Female 
gender, old aga, and obeshy am azsoc!ated with increased values of mtdazo!am Vd In humans midazolam has been eh~wn to cmss the p&u&i and entar inQI letal 
citiatlon and has been de&&l in human milk and 9F (see @sc&t@nd@ns). 
In adults and pediatric patients older than 1 m mkfezolam is appmxinUy 97% bound to plasma pmtekt, principally albumin. 
mbo/ism~ In vitro studies with human Iii micmsomee indicate that the biobansformation of midazokm is me&ted by cytochmme P460 3A4. This cytochrome elan 
appears to be present in ga&intestinaJ tract mucosa as well as liva~ Skdy to savsnty percent of the blottanefotn&on pmducts is Riydmxy-midazolam also tenned 
alpha-hydmxy-midazoiam) while 4-hydroxy-midazolam constitutes 5% or less. Small amounts of a dibydmxy derivative have also been detec L? d but not 
quantified, Tne prindpal urinary -tin @mdti are glucumnkk coniu~ates of the hydi~@ated dedvatlvas. 
Dngs that inhibit the activity of cytochmme P450 3A4 may inhibit midazolam clearance and etavate steady-state midazo!arn mnmnbations. 
Stud& of the moue administration of 1-hydmxymidazolam in humans suggest that l-hydmxy-midazolam is at least ae potent as the pamnt campound and may con- 
tribute to the net pharmacologic activity of midezolam. In vittu studies i&w demonabated that the affiniies of !-and 4-bydmxy-midamkm for @a benzcd@ine receptw 
are aomuximatelv 20% and 7%. tearre&& relative to mldazo!am. 
&&/on: Clea&ce of midazilam Is red&ad In asaociatlon with old ao& conoeatiw heart failure liver dkease fctnhoaisl w conditions which dlminiih cardiac 
output and hepatlc blood flovr 

_. - . . 

The principal urinary excretion product ls I-hydmxy-m!dainlam in the Iwm of a glucumnide conjugabx smaller amounts of the glunrmnide conjuQates of 4-hydmy- and 
dlhydtmy-midazolam are detected es well. The amount of midazokim excmtad unchanged in the urine after a single IV dose is leas than 0.5% (nS). Following a s@e IV 
infusion in 5 healthy volunteers. 45% to 57% of the doss wae excreted in the urine as thydmxymethyl midazolam coniugak 
Ptamokinettcs&tinuous /nfusion:The pharrnacokinetic pmflle of midazo!am followi 
to that folIowine singledose administration for subjects of compatable age, gender. body “(hab. 

continuous infusion, based on 262 adult sub@Zs. has been shown to be simii 
ttus and heaith status. How, n&&m can accumulate in 

sues with continuous infusion. Tha effects of accumulation am greater after long-term infusions than after short-term Infusions. The effects of accumu anon can ba f. 
erjpheml ti+ 

reduced by maintain@ the lowest mkiazolam infusion mte that pmduces s&&tory sedation. 
Infrequent hypatensive episodes have occuned during continuous infusion: howe8$ neither the tkne ta onset nor the duration of the episode appeared to b related to p!as- 
ma concantmtiona of mtdazoiam or alpha-liydmxy-miklazr&m. Further, there does not appear to be an inueased chancn of cccurrenca of a hypotenstt episode with 
increased loedlng doses. 
R3.tlenk with renal ‘mpakment may have longer elkninatii haHves for mkfazolam (see Spedsf Popff/afIoA: Flenal mu@. 
Spcia/ Fbpu/affons: Changes in the pharrmcokineti profife of midazoiam due to drug interactions. pbjeiilogkal variables, etc., may result in changes in the !&ma mn- 
centration-time, 
elimination half-II e for mniazolam and may ex erience delayed mcovery (see $8&I Populatmos: Renal Faiuvs). In other gmups. tha mlatlonshii mn PtdOnQEd halt P 

mfile and pharmacological responSe to midazotam in thesa patients..For example. patients with acute renal failure appear to have a longer 

lifs and duration of effect haa not been establi SL d 
Pe&rics and &ma&s: In 
studlea of midtiam am sim P 

diitric patients aged 1 
to those in adults. Wefg K 

ear and older, tha pharmacokinetlc properties following a single dose of E&l reportad in 10 separate 
t-normalized clearance Is similar or higher (Ill9 to 0.60 UhIkg) than in adults and the tarminal elimination half- 

life (a78 to 3.3 houn) is similar to or shorter than in adults. The pharmacokinetlc properties during and following continuous inbavanoua infusion in pediatric petients In 
the operating mom as an adlun@to general anesthesia and in the intensive cam envimnment am similar to thosa in adults. 
In seriously ill neonates. however, the terminal elkniiatkm half-life of midazolam la substantlatty pmlonged (6.5 to 12.0 hours) and the clearance reduced (OJI7 lo 
Rl2 l&/kg) compared lo healthy adults OT other ~mups of pad&& patients. It cannot be detenimed if these dtfiemnces am due to age, immatua organ functiau OT 
metabolic s&ways, underlying ii&a or debility. 
U&se: In a study comparing normats (n=ZO) and obese p&tents (n=ZO) the mean half-life was’ Qmatar in the obese group (5.9 vs 2.3 houa). This was due to an increase 
of aootimatelv 50% in the Vd arnectcd for total badv wdaht The cleamnm was not aiontficanttv ditfemnt between +ntxms. 
Se&k In i&e pamllel group etudies. fha pharma&k&s of midazolam adminiatete~ N OT Ii were cumpared in-you& (mean age 7.9. n=52) and heal 
jects (nv+n age 73. t&3). Plasma half-life was app~matatytv&old highar in the e L15X The meen Vd based on total body weight increased consktendy 

elderly sub- 

to 100% m the elderly The mean Cl decmaaed approximately 25% in &a elderly in two etu 9 [es and was similar to that of the youn~wpadents in the other. 
Cm Heart fX/un+: In patients suffering fmm conQesUve heart failum, there appeared to be a *fold Increase in the elimkwtton half-life a25X decrease in tha pIas- 
ma ckamr&a and a 40% immase in thewlume ot distribution of midazotam, 
Hepat2 Ins&??; Midazolam Phamracoldn$lca wemstudkd after an IV single dose 
and 8 contml 

P 
ients. The mm h$f-@ Of m@ZJ@I ~~CIUBCI Z-fold in tha ekohd h 

a075 m9n(s) was admini@ed to 7 padente wiM btopsy pmven almholk citioeie 

er study in 
patlen&. Cledtance was mdu~A by 50% and me Vd increased by 20%. In a&~- 

f male patients With ClrrhOeia. WdhoUt ascites and with normal kidney function aa determined 
ohermacokinetlca of mkfazolam or HF/dmxy-midamlant were observed when comoamd to healthv indMduala. 

by creatkline clearance. no changes in the 

kenal hi/urn: Patients with renal imtirmsnt may have longer elimination half-lives rar &kl&l&‘and 6s m&J~oli$swhkh may mauit In slDwsr reawety 

In a study of chmnic renal lailure patients (n=l!i) rewivlng a sit@ IV dose, them wse a t&&old im in t&~ C&X+X ard wkane of distnbutiMl hut ths half-He 
remained unchanged Metabnllla l&s w8re not studied 
p&me C~*~t?dEftOllS~:COm~& relationships (after an iV dose) have been demonstm$d for a va&ty of mnamic measureS (eg, reaC- 
tlon time, eye movement. s&ton) and are associated with extend intemu@ct vadabilii Lagktlc regression enajyals of sedation sc~es and steady-eta@ Plasma mncan- 
tration indicated that at plasma concmbations greater than 100 drnt there HBS at least a 50% bablll tha patms would be seda&i but respond tlJ v@A mm& 
(sedation scoia = 3). At200 ng/mL them was at least a 50% pmbabiiity lbat patients would be a8& but respond to glabeQertap (Aation ammo = 4). 
onm ~fl~m:For information wnceming p tiaamM& drug intemctions with EKSED (sea PREAUTIONS). 
IIB)lcAllONS: Iniectabk K+Rm is hdicated: 

Copyfight Q 1999 by Roche t&aatories kE. AQ dPhte EZIX8d 
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. imousty a~ WI agent for s&tlo~anxkiyds/amnssia prior to or during dfagnostlc~ fherapekfc or endoscnpk PmtedrmJ% such aa bmn@oscomh gasbnstopy. 
mary mgiograply. w&c &b~on, oncology procedum, mdidogic procsdure$ Satufe of kcemdons and 0tk2 PmcedureS elther alone cf in mmk- 

zgother CNS depresSantS: 
. intmvenousiy for inductfon of #kt~l an&has&. before adminisba#on of otter anesfbetk 

tF 
nk. W&I the use of namUc ptsmedkatlon. induCtem of anesthesia can bs 

attained within a relatively nartnw doss mnge and in a shwt LI&~ of time hkavenous RSED can also be used as a component of irbavenous ammkmentattmn of 
&msoxide and oxV&r-(balanced anastheak): .._ _-. 

- mfiinuws inhavwl~~ infuskn for se&on of inbrba#d and macha&@ ve&kd p&nt.s aS a CnnlpanWlt a! aflES%ii or dllfilg tIEdWIt in a Uitbd Cam %ttfJKJ. 
VER!3D is associakd whb a high inddenca of partk or mmplek impairm~ of mca# far the flt%tssvarsf hWk (gee U.lNlW. PHARMACOLOGY). 
~NIGAINDIGA~ONS injeckb)s VEHSED is crmttkndkakd’in patknk whb a known hypekseshivtiy to Me dNg. Gatf*P)neS am co&kdkakd k Patients wiffi 
acuk narrow-angle glaucoma. Senzodlamplnes may be used In patients with open-angle glaucoma only if #ray am mCeivins aPPmPdak therapY. Measurements Of LIEU- 
lar nressure in oatienk wlthaut eye disease show a modemte lewaring foltowiig inductlofl with VERSED; patients with glaucoma have not heen abs&d. 
VEFk is not kknded for intkthecal or epidumt adminfstmfion dunk #!e pm&a of the pteaensti% benayl aloohol in the dnee.#s form. 

Serious catdkmsp~mtmy a&msa events have occurred after admlnistmdin of KfZED. Theaa have Actuded res itak 
tion apnea, respiratnry,am?st and/or cardiac arrest, sametones resultkg in death or permanent naumiogrc ~$ay. 

depmssion. airway obstruction. naygen desskra- 
!he ~.alsobaenmrereportsofhypokn~~episades re 

m&ring beabnent dunng or afkr diagnostic cr snr$!iCal manipuk#ons patttcukdy in adtdt or psd!abic pabenk with hemDdyMmic hkkttii Hypoknskn occurred mCm 
frequenfly in the sadatlon skdks in patients pamedmakd with a namobc. 
Reactions such as agitation, involunkly, movemenk 
adult and pediatric 

cl! 
atferns These reactions may be 6, 

including tonic/donlc mmkmenk and mt&ClE bknor), hyperncdvity and W&atNW%X + been reported k @#I 
s to madequate or excessive daaing or impmpsr adminkbadan of MUSED: however, constdsmtfon should be tvatf 

In the possibility csrebkl typnxk or true pamdnxical mactions. Should such reactions occuc the responsa to each dose of ‘@SED and all other drugs, indudlng 9 BXI 
mwsthetia, shf&)d be evakakd before pmceedii. Peversal of such responses with RuntmeNl has been mpcrkd in pediic pabenk. 
Concomiknt use of barb#omks, alcohol or other ccmtml nervous system depmssank 
and mav contdbuk to orofound and/or nmlanged drug effect. Matmtic premedian also ““d 

incmare the risk ofbypnvendlatlon. a&way obstmction. desakmtkn, CT apnes 
spmsw the ventlfatory response k carbon d7mide sdmulatfon. 

Higher risk adult and pedirlc sutgimi) patie&, dd&y pattents and debilitated adult and pediatric patienk require lmer dosages. wfmthar Or not &comikrd ssda#ng 
medicatiis have bsen adrninistksd. Aduit or pediatric mdknk with COP0 are unusually aensittvs to the respimkry depressant. effect of VEGSSD. kktriC and adult 
stienk 

i 
undergokg pmcedums involvikg the upper airway such as upper endosnopy or dental care, am particukrfy wlnembla to epkodee of de$mabon and hypoventila- 

on due to partiaf airway obstruction. Adult and pediic patients with chronic mnat failure and patients with congesthe heart faibJm ellrtnnak mldamlam mom stowiy (see 
CUNlCAL PHARMACOUIGY). Bemuse elder& patknk frequantly have inetflckmt function of one or mare organ SystemS and because dosage mqulmments have been 
shown to decrease with age, reduced initial dosage of VERSED is mmmmended and the poss!bi#i of pmfound and/or pmknged affect should be Cans&sd 
lnjeckbla MUSED should not be admmiskmd tn adult or pediatric en15 
dlouki be exercked in the use of inbsvsnous VERSED in a&it or P 

in shock or coma, or in aeuk akohot kkxbatlon with depmsakn of vtkl signs. Fartbutar tam 
pe ktnc pa#ank with unm~ acuk iiblessas, Slmh as SewUS quid or ekChd,‘ie dkblrbanCe% 

There have been limited reports of &a-artedai in’ectlon of VEFtSED Adverse evsnk have induded local mactlnns. as well as ikolakd repofk of seiaure activity in which no 
clear causal relationship was aekblished. Fmcaut MIS &nst unintended intni-arkrki ln)sctlos should be taken. Bravasation should also beavofded. f 
The safety and sffieacy of VERSED fallowing nonintravenous and podntmmuswl~ muks of administta#on b&a not been eskblkhed. VERSfD should only be admink- 
tered lntnimuswkrly or inttaw2nousty. 
The decision as to when patkrk who have receivad injectable MUSED artkukdy’on an outpadent bask, may again engage in ac#vitfes mquidng cnm ek mental alert- 
ness. operate ham&us machinery or drive a motor vehicle must be III tvtduaked Gross kek of re~ovmy from the effsck of MUSED sac CLlNlCAL 

.sJ. . 

v&deontl)!hee!Zckoftbedmg 
HAGMACOfOGy) 

cannot be retied upon to prrdii reaction time under stress. It is recommended that M aiient OpWak l!amdous machinery or a motor 
such as drowsiness. have subsided or until 1 full day after anesthesii and surges w tchsV3r iS longer For padlldo pauenk, particutar cam should be taken to asauk c 
safe arnbuiation. 
Usa#n in pregnsrpey: An lncksm2d risk of aun#snitat ma#ormatirnk ssan&kd vdtb the use of k~nudkmpine dts#s (dkaepam snd abkrdiazepoxbk) has &!r tug- 
gsskd in amral skdlsa If fhk dnt# is used thnkg pna#namy, !Jk patknt sikuld be apprked oftbe pnkntkt bassrd k the fetus. 
Withdrawal symptoms of the barbiturate type have occurred after tha dkconktuadnn of benZCdfaaepines (sea DRUG ABUSE AND DEPENDENCE). 
k#.e .k f?afenn hfmts and ,Veemfwrr: Rapid inlet&n should be nmkkd In Me neonatal popuk#oh VEHSED administered rapidly as an intavenous inieaipn @es than 
2 minutes) has been associated with $avem @potenslon in nsanaks, particuiady when the, pt)dent hae ala+ n~eivsd fenknyl Likswisa amme hyp0knSmn ,haa heen 
observed m neonates receiving a ~~~~naon of m~deadam who ken tecetva a mfxd ~ntrmnurous inNctkn of fenknyl S&urea have been mporkd III se&rat --2; 
neonaka folkwfng rapid inbamnw 
Tha nmnak also haa redscsd and/or immatum organ function and 1s ako vulnerable to profound an&r pmfonged mspimtmy effects of VWSSD. 

E 
E 

tiposure to excsssivo amounts of bsnayl akohol has been aasodakd with hxticity (hypoknsion, metabolic acidosis). partkukrty fn neonates. and an inkeaSed inddenca = 
of kernickrus, partikdarfy in amall praterm infants. ibare have been rare tspork of deaths pdtnarily In pkknn infants. assodakd with exposure to exC?sstVe ~OUllk of = 
benzyi alcohol ibe amount of beiuyf skohol from medkatfans Is usually considered negilgibk compared to that received in Rush solutions mnkinlng benti aknh0L z=G 
Adminktiatlon of high dosages of medlcstions (inch&g versed) conkining this pmsmvstive must take tnto acmnatt the tokl amount of ban@ akohd adnanmkmd. ‘fbe z 
recommended dosage range of VERSED for pmkrm and term infants includes amomtk of benayl almhol wall below #fat aemaakd with toxic*, hnv+% the amount nf = 
benayl alcohol at which kxicily may occur is not known. If Me patlent requksa mom than the recommended dosages or other medfcatlons conknfflg thk pmservahve the s 
practitioner must consider the daily mskbolic load of benzyl alcohol fmm thess combined sources. C 
PfEWllUNS: Gem/a/: Inbavenoes doses of VERSED should be decreased for elderly and’for debiifkkd patients (see WARNINGS ark DODGE ANO ADMMISIRAIION). a 
These pat&k will also probably kke longer to recover compiakly after VERSED admmkbattoo for Ua fnducUon of an&he&. C 
WCXD does not pmkct agalnst the increase in inkummki pressure or a#akst the heart mk rise amUor Mood pmssun dse ae&akd with endokwheai intuhatbn u&r e 
light general anesthesia 
Use Wffh Of/fur CNSUeprtnnwrls::The efflcaw and safety of VERSED in ClinIcal us8 are fimctions of the dose admkiskmd. the dhkaf status ofti Individual PauWt and E 
the use of concnmiknt mediions capable of depmssing ffie CNS. AntMpakd effeck range fmm mild sedatkn to deep Ievak of sedadnn virtually equfvaknt to a skk of rziam 
general anesthesia whent me patknt may mqu#a extentat support of V&I functions. Cam must be taken to indivkualbs and careful 
patients underlykg medkat&!ugfcaf cnnditions, edndniik.r to tim desimd effect bei?p~wrtain to wait an adequate time for pea+CNS el%cis 

#bata the doss of VERSED k thr 
of both MRSED and ~0~~ 

knt msdicatiofk. and have the personnel and szs-appmpdak equl and faclhbes awllahle for m0mt0rk# and lnktvenhnn (sea Bmad WAHNMG, WPRNMGS a0d 
DOSAGE AND ADMlNlSIRATDN). Pmcdtionsk admkkkrlng VER ~~theskills~kmanagereasanablyfwesesab$adverseeffeclJ.partiarlariy~k 
ln airway management. For inknnadon mgstdkg wikdmwat (see ORUG ABUSE AND OEPENDENCM. 



2. hdorm your &ysiclan if y& em pregnant were planning to becoms pregnant 
3. intam your physician if you am nutsing. 

Is amantuated by any concomitantly administered medication. which depresses tba ~IIJI -us mm. 
and also sewbarbItal and dmpartdot Consequanth. the dosaga of VERSED Should big adjusted according to 
and tba d&md clinical msponsa (sea ODSAGE AND ADMlNlSTRAflDN). 

Cauautian is advised when mklezo@r~ is adminis&& concomUantfy with drugs that are kooWn to inh$it the P45fl3A4 v system such as dmet!&e (not mnitidiie). 
e$hth~mycin, d6tiaram. verapam~~ keiocoMzole and itraconazofe. TlEse dru+l interadions mey result In prolonged sedabon due to a decrease In phsma cleamnm of mela- 

Tha effect of single oral doses of 600.mg cknetfdina and 300 mg ranitldlne on steady-state cunambatiuns of midazolam was examkwd in a randomized cmsswer study 

6 
n=6). 
2 

Clmetidine increased Me maan midazoiam staady-stata concentration from 57 !a 7l ng/mL. Ranitidine increased the mean staady&te concentration to 
na/mL No chanaa inch&a reactfon time or sad&n index was detected after dosing with the H2 raceirtor antagonists. 

In a~acebo-contmilad study, erythmmycin admtniste& as a 5w) me do& tkt, for i week (n=S). reduced the ckamnm Or midaz&m folknviml a single D5 mg@ 
N dasa Tha haif-life was appmximately doubled 
Tha efiscts al dat!azem (60 mg Wd) and vampam (80 mg t!d 
study (r&). The heif-life of midtiam increased from 5 to 7 b 

on the &rq~ookinaticz and pbarwynamies of mk!az&m wan? inv& ~dinathree-way~ 

haaltiw subiects between mkfazolam and nifedmine 
ours when nudazolam was takan in conJunction witb -iI or diitkizam..~o~@.ract@!t~~ observed in 

A mode&raducdon in induction dosage req&ements of thmpenbd (about W%) has b8en nated following USB of intramusr&rVERSED for pmmedicstion in adults. 
The intravenous admkdsbation of EKED deweases ttw minimum alveolar concanbation (MAC) of f!aloibza required for general anesthesia. This dacraasa corml~ with 
the dose of VERSED administered; no similar studies have been carried out in pediapic paUents but then: is no scientiific mason to expect ttKped!atric patients wouid 
raspund differently than adults. 
Althotigh the possibility of minor interactive effects has not been fully studied, VEFWI and pencumnium have been used together in paU.snts without notin clinicel 
signifkant Changes in dosage, onset or duration in adults. VERSED does not pmtect against the chamcteristic cir+ilatory changes notad after administratIon B 2 o succmy 
choline or pancumnium and does not prolect against the irweasad Macranial preaaum noted followiog admlnisbatiofl of succinylchoka VERSED does not,cause a 
c!iniwlly significant change In dosaga, onset or duration of a sin la intubatin 
there is no scientific raasnn to expect that p&tic patients wuul i #era respond di 

dose ot succinylcboline; no similar studies hava bean carried Wt in pediatric pabmts but 
ntlytban adults. 

No significant adverse &?rztions with commonly usad pmme&atlons or dmgs used during anesthesia and surgery (Including Alpine smpqlamine. giympytmlata, 
dlazapam. hydmxyzkw, d-tubucumrine, succlny!chollna and other nondepolaming muscle relaxants) or topical lmal anesthetics (including lidaca~o& dyclonine HCI and 
C&Caine) have baen observed in adulb or padii patients. In neonates, hawavsc severe hypotension has beeh mparted with mnmmi@t adminis+Jation of fenbinyl, This 
affect baa been observed in neonates on an infusion of midazolam who receiyed a rapid Injection of fantanyl and in patlen@ on an infusm~ of fantanyi who have removed a 
rapid iniectlon of midazolam. 
Caution is advised when mkfazolam is admlnlstemd to patients receiving e@hmmychI since th& may result in a decrease in the plasma ciaamnca of midazolam. 
O~g/7.c~ofatofy Test loNwcNws: Mldazolam has not been shown to interfere with rasulta obtained in dkiical l&o- tests. 

whwaai h%an use will ordinarily be of single or s&erel dbsee.- : 

Mtigar?ad3s: Mlda.zolm did not ham mulaaaolc acdvity in salmonella fypttimurbm (5 haclark strains), Chines-s hamster lung cells M, human lymphocytes CC in ill 
micmnucleus test In mice 
&o&inwtafkrH&A mprcductlon study in male and ISmae rats did not show any impaifmenf of fertility et dosages up to 10 m the human N dose of Q35 mmg. 
!tqmc$r fqic Eff&s:f?agnaocy Category D (see WAGNMGS). 
Segment II taratOk&ly studks. performed with m’dazotam m&ate injectable in rabbits and mIs at 5 and 10 times ttm human doss of a35 ing&g. dki not sht&v evidenw of 
tera!ngenicity. 
,‘&emto en/c Effects: Studies in rats showed no achene effects on rep- parameters dunhg gf&tfon end lactation. Dasages tested wee? appmsjmslely 
IO times li!e humen dose of a35 mg&g. 
LalrorMd DeIin?r& ln humans, meumbte levels of mi+oam \~yere found in maternal yous swum. umbilical wznous and art&l serum and amniotic fluid $dkating 

truer 
la~~~~~f~~~~~ ~mtmmus$~ adnvmstrabon of a05 mg&g of m!daziam. both tka wxous ml the umbWal arterial serum concenbabons Were 

The use of i~actabla MUSED in obstatrim has not bean waluated in dhical studies. Secause midazo&m is tmnsfarred transplaczntally and because oti?ar b%nmd@ItnBs 
given in the last weeks of pmqnancy have reSulted in neamtal CNS depression, VSFiSED is not racommended for obstetrical usn 
Nms& 6fafhars: Midazdam is mmted in human milk. Caution should be axe&ad when VERSED is admirdstared to a mu&g woman. 

WSED should not be adminlstwed by rapki injection in U!a neonatal papulation. S&em hypotenslcn and e&zom have heen reported failcwicg tapid N admirdr$ation, 
~ticularix with mncomitant use of feotanyl. 
.&afr/c &: Because gedatric patients may have altered dmg distribution end diminished hepatk end/or renal function, mdaced doses of VCFSED are recommended: 
tntfzwenous and intramuscular doses of VISED should be decreased for elderl 
subjects over 70 years of age may be 

ll 
artlcularly sensitive. Thasa patients wdl .J 

and for debilitated pagents (see WARNINGS end DOSAGE AND ADMINISTRATION) and 

t&n of anesthesh. Administration of I 
so pmbably taka longer to mr compiat~ after VERSED’admbdstratlon for ti induc- 

and N VERSED to eld+?riy e&/or high-rfsk surgical patients ha, been ass&ted wd ,!I tare reports of death under ci~mstemes 
compatible with cardiorespkab~ry depression. ln most of tise cases. the patients also received otlwr central m?rwus system depressents capable of dapmssmg respha- 
tion, especially narmtics (see DOSAGE AND,Af)MlNISfRATON). 
Specific dosing and monitoring guidelines for geriatric patients are pmvided in the DOSAGE AND ADMlNlSTRATlON sectian t pmmedii patients for sedation/ 
anxiolysis/emnesia fallowing IV and IM administmtion. fur induction of anesthesia following N administmtlon and for mntinuous infusion. 
ADVERSE IEdITIONS: See WNINGS cwwmiug cmtws canHarespim&ry events and passibfa pamda&at timis. Fluctuations in vital sfgns wem the most fm- 
qUent!y seen tindings following,parenteral admtiibatlon of VERSED in adults and included deceased t&i volume end/cr respiratory rate deaeese (23.3% of patients fat 
lowing IV and. lD.8% of patients forlowing IM administration 
$$$,~$y&~&y;y 

3 
of serious advaaa effects. 1, part 

and apnea (16.4% of patients following IV administration), as well as variations in blood 

le 
ulerly those essocieted with oxygen&on and venti!ation, have been reported when MlSED is admln- 

d dapresslng the IX@@ ms Wm. me ineidenca of such mteate is bigber in patients undergoing pm&ures imroIving the 
akviay wifbwt tha pm(ertfvs efted d an eedahachwI Iubo (eg, upper endwwpy awl d&ii procsdurar). 
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AdrdlsrThe follawing additional adverse resct~ans were reparted after in~“scuiersdminisbatkm: 
head&e (13%) Lncalah$tcJtlMln~~~ 

!z%z as%) “2 
redness (Q5%) 
muscle stitfn= m3%.I 

VEGSBP (midszatam HCI) 

--- ,--.-a 
Admi@rsUan of IM VEpSEC to elderly sntiar higher risk surgicst petients hss been sssocieted with rare reports of death under ciraumstsnces compatible with 
Csrdlofespireio 
WHCS (see DO & 

depressron. In mast of these cases. the pstients &a received ather csti nermim system depressants mpsble o! depressing rsspiretii, esp&$ m,+ 
E AND ADMlNtSTRAUON). 

The fallawktg additionsi advems resctions were reported subsequentta intravenaus sdminisbation as a single sed&&nxiaiytk$snmestk agent in adult patients 
LocaleAbctsattlfelvsml 

tenderness 66x1 
pain during inie&n 

~Z”~!f~F40) 
phlebitis (G4%) 

1(5il%) 

Pedislrlc P&a& The fobawing adverse events mtsted to the use of IV MASEU in pediatrkpstieiits were reported iii the medical literature: desatumtloii 
4.6%. apa ~&Y/O, hypaknslan 2.7%. parsiiox@l mw@is 20%. hiiuqh l.Z%. seUurul~ke acdvity 1.1% snd nystsgmus 11%. The majarity of ekweymtsted events 
ocwrred In psbents rscelving other CNS depressmg medmettans and in patients where VERSED wss not used as a single sedst@ agent. 
~airsie.m far infarnmtian cancerning hypotensiwo episades and seizures fallowing the adminiian at VERSED ta neonates (see Eaxed WARNING. CONlRAlNDICAGCN$ 
WARNINGS mid PRECALlnGNg. 
Cther advsme mqmrtenoes, obserisd mainly fallawing N injectian es a single sedsttve/enxio~nesie agent snd accurrlng at M incidence af<I.g% in adult sad pedistric 
patients. are es fallows: 
RespifsesyzLeryngaspesm, bmnchaspssm, dyspnea hypen!entheIkm. wheeziag, shallow rsspiratians, sir& obstruction. techypnee 
Cwdff& 6igm prenwh~m veatrieuiar cantracgons vssmgsl episode bmdycardk techycsrdbr, nodal rt@ttm 
Gssfm&Hrr&-Acid taste. @zessi@ salivation; retching 
f+VJWum!b-c!W Pabugmde amnesia. euphoria, Mlactnatlan. confusion. srgumentettveness. nerw”sness, snxiety, gmgginess. restkssnsss emergence delirium or 
sgrbiuan, pmianged emergencs bum enesthesls, dreaming daring emergence, skeep disturbence. insomnia, nighbnems, ethetaid mavemeats, se&“-like scttvii atm+i, 
dbskmss, dysphork$ slurred spemh, dyephonis. pare&hems 
SpeEialSen.me Blurred vision, dtplopis, nystsgmus, pinpoint pupils, cyclko movernerds of eyeiids, visual disturbenee, diicuity focusing eyes. ears blocka loss of beience, 
fight-hesdedness 
~~u~~li~vc-like ebvation at injection sits, sweliing or feeling of burnktg, wsrmth or coldness at iniectkm site 
H~@rsentiv&c Atlergic reactions indudlng enaphylectaii mections, hives. rash. pmritps 
Afis&enea”Y&?nting. lethsrgx ohilk, weakness. taotbeche fsint teeiing, hem&ma 
DRUG ABUSE AND OEFEUUFgCE: M[dszaleat is subk?ctta Schedule IV coabal under the Controlled Substmmes Act of 197G 
Midsxalam wss aattveiy self-sdministered in primate models used +a sssess the positive reinforcing etfects al psychos&~ drugs. 
Midszalsm produced physii dependence ol a mild to moderate intensity in cyaomalgus monkeys after 5 to 10 weeks of edmi&atlon. Availabfe data conoeming the drug 
abuse and dependsacs patenliel of midezalsm suoaestthet its abuse ~atendsl is at least eauiwdem to thet of diezeaem 
Withdrawal symptams,~simitsr in cbmaater to thai noted with bsrbibm&s end eicahal (r&&kets. hsllucinett&s tremoc ebdodnel end muscle cramps, vomiting end 
sweating). hsve,oocurmd jal&rwing ebmpt discontlnuatton d benzad&epines. including midsxalem. Abdaminsl dis&lon, nausea. wmiting, and tschycardii are pmminent 
~~pimns af wdhdmwsl a Infeats. The more severe withdrswsl qmptams have usually been l9mtted ta thusa pettents who hsd received eze&edosesoversnextended 
perrod of tlma Generally milder whhdrawei symptoms (eg. dysphoria and insahtma) have been reported follrnwng abrupt dlszontinuance of banmriiszepines t&en con%- 
OUStY at therapeutic !@iels far several months. Consequ~ rdter extended therapy abrupt dkcantinu%n should genemlly be &aided and a 
sch&le fallowed lhere is no consensus in the medical liter&s reasrdina teaerkm scheduiem therefore amcttgoners em advised b indlvidusiim P 

dual dosege kpering 
tsaav to meet nebent’s 

needs. In some cese reports, petients who hew hsd severe withdrs& titioris due ta sbrupt discantinit&tan of high-dose long-term mbdezolsm. heve&“t su&sstulty 
weaned aft of midszaiem aver a pettad of several da/s. 
DwRUUS&E: The menifes&tions of VERSED averdasage reported are similar ta those observed with other bmzadlszep~n,es. includln 
W$IfU$ rmpsred oaordinsban, timlnished rettexes, cams sad untoward effects on vdsl srgns. No ewdence of specifrc argon taxraty tram VEi7 Fi 

sedation. somnolence, 
ED over&sage has been 

. 7. 

7~rr”erd or OumfassgezTmeb-nent of injectsble VERSED avmdossge is Ute same as that followed far awe&sage whh other benxadlempines. Respiration, prdse rate end 
blood pressure should be moaitared end general support& measures should be emplayed Attention should be given ta the mslntensnce of a pstent sbwey and sup art of 
ventllstion~ inciading sdminisbetlan af axygen. An ittrsvmaus infusion should be stmted. Shwld iiypatension dewslop, besbnsnt may include intravenous fluid tL-aPx 
repositionng, judiciaus use ol vssapressors eppmprtste ta the dlnicel sttuation. if indicated, and ather appraprtete cauntennees”res. There is no infarrnetion as to whether 
peritoneal dlslysis. forced diureais w hernodkr~ysbare of eny value in the beetment of mtdezahsn &assga 
humazenil. a spectttc benzadismpincreceptar sntegonist. is indicated forthe complete or pert!al reversal of the sedativa effects of benzadiarepines snd msy be used in sit- 
uations when an mmdasa with a benzadluzspine is known ar suspected. Them me snecdatat reports of reversal of edverse lmodynamic mqonsas essocistsd with 
VEfBll following sdministmtton of flumemnii ta 
airmy, assure edequak venttlstion. end estsbllsh & 

sdiiric pstients. Prkx m the sdministmtian of Ilumszenil. necesmuy messums should bs instttuted ta secure the 
quste intravenous access. Fb~mruenil is intended ss an adjunct to. not es a sabsttbrte far pmper rnermgemmt ol ben- 

zadiszegne cverdas~ patients treated with flumszentt should be monitored far msedstian. respimtary depmssian and ather r&duel benzadiszepine effects far en eppmpri- 
ate period after treeunent Flumtusail will only rsvsme bensar9szepiue-btdsssd stfects hut will not sewme the etfeota al attmr canmmitmrt msdtastlaau. The reversal of 
benzadtempine effects may be sssodated with ihe onset of s&ms in c&sin htgh-risk patients. The pmsartber sbauld be ewem a! a risk at s&are ia assaci%n with 
iluamzmd bwbnmt, partlcuts 

9’ TRAlNMCAFlDNS WARNINGS an 
et Iang-term benzediazaphe users and in cyatlc aettdspmssaat evanhse. Tha com@ete ilumezenil pscksge Insart. including CON- 

PRECAUllONs shauld be wnsulted artarta “se 
DOSAGE AND mw !4BtSEU is a p&al sedative egmd that re ubss s!aw adminishatlon and indivblaaUza9an al dasaga Mintsat axpmtsucs hs.s sbawn 
VEtlSEO m be 3 ta 4 times as patent 
Pt?GMSlON FUR bltU9lUR#G 

er ma as dtazepam. BEwl39 SE9 lfHAANouR-THREATENlNGcnRDl0 l7EsmmmADvEtl3ENEN(studfEGENREpfJR?Eo, 
OEi&tON ANU COGG!ZFlON 01: THESE GFACUONS RUIR BE hIAt FGR E!fEiY PAUFNT To ‘UUUM VEGSUI INJECTtON IS AlHINtS- 

TENED, REGAROlESB OF A&OR IIEMH 3TlUUS Ewesske sbwdle dams or mtrtd brtmwmaus admlntsbatIan mav rsmdl in msoirstmu deemmian. airwiw absbwtta” 
and/or arrest. The poteettal fer tkm !atter etfecta is iwaased in deMitated @knts, these rarshhg coewmht m&sttaris os 
PatfeeS wifhwt an endotfacbad tuba hul undergoieg a pmr&tre iewelviag ths upper airways& as eedosapy or dental (SIB iwed 
FkSdiOnS such as agitathn, fnvolunfaty mawunents, hyper&wi and combethenms bevs been mported in adult and pedlrddc pettents. Sbauid such resetfans accq cur- 
ban should be exem&ed befare contlnurng administmttan af VERSEU (see WAGAUNGS). 
VERSED siwuld oniy be admioistsred IM or Iv (see WAFtNINGS). 
Care should be @ken to avo!d tntra-m kr@Atoi~ or sxtwwkm (see WARNlNGS). 
ggg b$oUan msy bs mixed In the ssnte syringe wt$ the fallawing frequently used premedicsttanm marphbm sutfrdq m.eperklm,~ ahopine sulfate or scapalemirie 

concenbatkn of G5 mg/mL. IS wmpebble wtth 5% dmtmse in water and 0.9% sodium chlaride far up m 24 hours and wrtb tsotakd Ringer’s saluban far Up 
ta 4 hates. 90th the 1 mg0nLsnd 5 mg/mLfarmulsdans afV2RXU may be diluted with GS% scdiim chlarkm ar 5% d&ass in w&s 
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,fi7NffOMG: Patfwt reqmnm to sedaUva agents, and msuhsnt tasphatory status. is varfabk R 
“$” 

fess of the Intendad level of s&Gm or route of adminkbabon, s&a- 
tbn is a mntfnuum: a uatfent may move easily from light to deap sadat& ?ui potwdbl loss o pmtectfve reflexes. This is especial 
does shouid be uaityldualfy dtrated, takfng atto account pabent age, clii ststus and cnecnm#ant use of other CNS dapcessants, b 

true at pediatric patiems. sedabvs 

and cat&c fUnCt&l IS i?qUlIad (1% puke nxhnaby). 
ntlnuous monttodng of reFpiratwy 

A&/B andPer- Sedation guide&a recommend a caraful pre.sedation history to determine hoW a padent’s unda ing madkaf condiions or cnncomitard medications 
might affect thee raepnnse ta SedattortAntafgesla as well as a physicat axamhatton iocludtng a focused axamination o the anwq for abnormatiit. Further tacnmmarda- 
tions hdudr armmtmak raasadagon fastins. 

“r 

Tfbatlon b e&t with muMpIe snwff doses is essential for safe admfntsbagon. it should be noted that adequate time to achieve peak cantmt netvous system effect 
(3 tn? rofnuks) for mldazobm should be ahowed between dosss to ndniiiza the @a&f for oversedation. Suffiiant tima must elapse b&wean doses of concomkant 
sedabve medications to allow the effect of each dose to be assessed befota subsequent drug adminisbatfoh mii is an impmtant consideration for all patknts who receive 
lntravenau.s VERSm 
intmedtate av&bi’ 
assured (see WAftNl 1xis. 

of rasuscitagva drugs and ago and s&anpmp&e equipment and paraoonel bained in their use and skilied in airway management shot&d he 

Fb&&~For~ssdated psdfabkpahenhsadedlcated brfvidual othwUmtthepmcht!onergnhnmingU~epmcedum shouldmonhortha patientthtnughouttJtepmcedura 
Intrawmous access is not thougbtto be necessary for alI ~edlabtc patients s&tad for a ritegnoshc ortherapeutic procedure because in some cases the dfff~cuity of gaining 
IV access would defeat the purpose of sedating the child: tatha emphws should be pfaced upon having the intravenous equipment avajlabfe and a pmctittwer sktlled in 
estahtishiig vascular access in p&bic patients knmadiatefy avaifabfa 
usuALtiu0DsE 
lNTRAMUSClJlARLY 
Far praoperattva sadatfonfanxioty- 
shYamnesia (inductfan of sleapi- 
ness or dmwsiness and relief of 
apprehension and to impair mam- 
my of p&opemtiva events). 
For intramuscular kw,vmsm 
edul baected deep tat a large 

The tacommanded pramadkatlon dose of VEGSEG for good dsk (ASA Physkat Status I & II) adult pat&s below tha age of 
60 ywcs is OS7 to M8 mg/lfg IM (eppmximately 5 mg IM) admh~ktared up to 1 hour b&a surgery. 

VERSED 1 mgAeL iormulation i3 
recommendad for sedationhnxio- 
iysis/amnesia for procedures to 
facilitate slower inkaction. Both the 
1 mg/mL and the 5 mg/mL for- 
mulations may be diluted with 
El% sodjm chloride or 5% dex- 
hose in v&c 

lnductlo” of Anesmesiz 
For inductIon of general attesthe- 
sia, before adminkbadon of other 
mlwthetk agenk. 

Onset is within 15 minutes, peaking at 30 to 60 minutes. It can be adminlstered concomitantly with atropine sulfate or 
scopolamine hydmchloride and reduced doses of narcohcs. 

When used for eadabonftiotysis&nnesta f$ a pmcsdura dosage must be kdivktualtuad and tii VERSEG should always be 
tftratad slowly; administer mar at least 2 minutes and allow an additional 2 or mom minutes to fully emhrate the sedattve’effect. 
Individual res onse will vary with aga physical status and mncomitant medfcabons, but may atso vary independent of these 
fact”” (see w!b NINGS concerning cardiic/tasptmkxy arrest/si~sy obsbuctionStypoventflatfon). 

I. Hea’Uty Adults S.?fcw fha Age of 60: T%ata s&&y to the dashed tdfrmt (eg. tha initiation of slmmd speech). Some patients may 
mspond to as little as I mg. No mom than 2.5 m 
minutes to fully evaluate the sedative effect If i: 

should be given over a period of at least 2 minutes. Wait an addtonal 2 or mom 
rther tiin is necessary, continue to tiita using small increments. to the 

aDDD0d.k &I Of 3aQaUOn. &it an t4dditkJti 2 or me mittttks after each aVXonIant to fultv etiUate the soda& &CL A k&i 
dose greater than 5 mg is not usually necessaryto reach the desired endpoint. 
If narcotic premedfcation or other CNS depressants are used patients will require appmximateiy 30% less KRSEG thaeunptamsd- 
kakd patle”k. 

2. patient Age 60 or O/& and D&Sat&f or CluudaJ& I// Raianfs: fkcausa the danger of hypoventitatlon. ahway obstructIon, cr 
apnea is greater in elderly patients and thosa wim chmnic disease sfates or dacmassd pulmonary reserve and because the peak 
effect may take longer in these patients, increments should be smaller and the rate of in@ction slower 
gtrata slowly to the desired affect (eg. Me initiation of slurred speech). &me padents may respond to as little as 1 m . No mom 
than 1.5 mg should be 
the sedative effect. If a I 

ivan ovar a period of no lass than 2 minutes. Wait an addfttonal2 or mom minutes to ful 9y e&rata 
dittonat @ration is necessary, it should be given at a rate of no more than 1 mg over a period of 

2 minutes, waiting an addlttonal 2 or mare mfnutes each time to fully evaluate me sedatlva effect. Total doses greater than 
3.5 mg am not usually necessary. 
If concomitant CNS depressant nmmedlcations am used in thess patfents. they will require at least 50% lass VSGSED than healthy 
Young unpremediid patients. 

9~~~~Adsltlanaldosestr,maintajnlfiadaiiedMofssdationmaybegivenininaemamsol25%ofMedorjsusedlo 
first reach the sedasve endpoint, but agsin oniy by stow thtatlon, especially in the etdedy and cbmnti ill or debilbted 
additknxttdcseashouid bagiven ont-yaftara&mxighctk&t&&4kinclearty iralcataetheneedfora i3iitlonalsada($R. 

Pauent These 

Individual tes 
the desired P 

nse to the drug Is variable, psrt!cubrfy when a narcotic pmn&catlon is not used Tha dosage shmdd be tlbated to 
ect according to lhe patient’s age and dlnical status. 

When VERSED is used before other inbawmots agmts for induction of am&&, the in&l dose of each agent may be sfgnifkantty 
reduced, at times to as low as 25% of the usuat initial dose of the indtvfduat agents. 
UnpmmP In the ahsenca of premedkatkn, an averaga adult undertbo ago of 55 yoam wig usuei requrta an hitial dose of 
a3 to a35 mgArg for inductton, sihnfnbhxad over 20 to 30 seconds and allowing 2 minutas for effect 5 n eet- . ad fo ccm~leta mdmtion. 
innements of appraxirr@iy 25% of Me patimtb init!4 doss may be used: induction may instead be compfated with inbafationd anmtbot- 
ics.Inresistantcases,uptaa6ms/kg~~dow~beusediinduetian.butslihlargerdDses~pmlMg~ 
Unpremadkated patkms owr the age of 55 yams usually require less MRSEU for induct&~ ‘an intttal dose of a3 mg& is recant- 
mended Un remedkated 
hat dose of a 

patients with savem systemic diaeasa or other dabilffon us!& require less VERSED for induction. An ini- 
2 to a25 mg/kg wilt usuahy sufP@ in some cases as lithe as OS5 mg!kg may suffka 

/$emedr~ &tiems: When the patiant has recahed sedative or narcotic prameokatton. partlwlady narcotic premed&ion. the 
range of recommemmd doses Is ffl5 to a35 mpncg. 
In average adulk below the age of 55 years, a dose of G25 mqIg. adminktered over 20 to 30 seconds and allowing 2 minutes for 
effect. will usualiy stiff& 
The initial dose of 0.2 mg/kg is racommanded for good risk (AS4 I 8 If) surgical oatienk wzrthe age of 55 years. 
In some patients with SRR(B aystamic &ease or dabitttatton, as tktta as 015 mQ/kQ may suffice. 
Narcotic premed&bon frequently used during c&al trials in&dad fentanyf 
tion). morphine (doss 
medications were ?l 

e individuailaed up to gl5 mgArg IM). and map&tine 
ydroxyzine pamoate (100 mg orally) and so 

intravenot~s femanyl. administered 5 minutes before mduction, ah other 
1 hotupliortotheh~antkfpatedforXGSE[)indXbCiL 



lnkmtable VERSED can also be 
usid during maintenance of anes- 
lhesla for surgknl prwedures, as 
a Component of balancad am&he- 
sla. Effect@ narcotic pramedii- 
th&s~mally rqommended in 

CDNllNUOUSiNFUSKlN 
For c4mtkv~ous infu$m~ WISED 
~~~~~~~~~ 

of 0.3 mg/mL wah g.!J% sodium 
chloride or 5% d&rosa in water, 

-- - . 

VERSm@ 
(midazalam tICI) 

.- -7y 7 
‘4fz <* II lll~lllilllllilllilllllllllu 

25419545 

VERSW (midazolam 4tct) 

lwremen&l iniections of app&ma$ly 25% of the induction dose should be given in response to signs of lightening of anesthesia 
and repeated as necessary. 

lndividu~ response m VERSED is vartabla The infusion rate should be titrated to tha de-+.d IRRI of sedation. taking Into account the 
patient’s age, clinical stalus and current medicadnns. In generet VERSED should be lmfused at the lowest rata that pmduces the 
dwlred IweI of sedation. Assessment of sedettan should be perfofrned at regular intervals and tba ‘&RSB) infusion rate adlusted up 
or down by 25% m 50% of the initial infusion nib so as to assure adequate tibatlon of &%n lavel Larger ad)usbnenrs IX mn a 
small incremental dosn may be necessary if rapti changes In the kvd of sadatiOn am indkated In additkm. tJIe infusion rate should be 
decreased by 10% m 25% every few hours m tind the mumum effectiva infimtt rata FTnding the minimum effectim infusion rate 
deneases the pntwtll acunnukdi~ of midazolam and provides for the most mpkf recow~ Mice the infusion is terminated, Patients 
who exhibit agitation. hypertenefon. or @zilycerd’a ~~reeprnlse,to ticus stbnulatio~. but who are ath~a adequately sadat+, 

qnt admlnishabon pf ap a&ou&@geq. Addibon of an aplord wdl genendlv reduce the mfflimum affec&+ 

. . 
. OBSWVER’S ASSESSMENT OFALERTNESS/SEDAllON (oAA/s) 

Awewmentcategolies 

a3.e.a Em m 

s&i 
Res ndsrsr~~eeme I 

l.dwgi~ response m name 
spoken in normal tone 
Responds only after Dame is 
called loudly and/or repeatedty 

Resx 
ends only after mild : 

pm ding or shaking 
Dow not respond m mild 
pmddii or shaking 

!!4rnwl 

miid slo~iq 
or thhlblg 
slurrhlg or 

prominent slowing 

fwYt2Fla 

nom@ 

mild reiaxadon 

ma&d relaxation 
(slack iaw) 

clw no ptosis 5 (tier0 

g&ed or mild ptosis 4 
(less than half the eye) 

glazed and rwrknd ptosis 3 
(half the eye or more) 

2 

1 (deep sb) 

FfEfllJENCY OF OBsER\IwsASSESSMENT OFAtERTNEssp;8)9IDN CDMPOSKE SCORES iN ONE STUW OF PEDlAIRlC PKIXNTS UNUERGDMG PflOCEDURES 
WITH INT-S MIDAZDLAM fOR SEOATKN 

kjggi 
n OApJsSaKe 

1 (deep sleep) 2 3 4 5 (alert) 
l-2 16 (2%) (2%) (I&) 

>2-5 22 

(4F) 

(22%) (&h) (I# 

0 

0 

USUAL pB)lATKtC DOSE (ND!&NMNATAL) 
Sedation after intramuw MUSED is age and dose dependentz higher doses may r&t in deeper and mere Prolonged sedapon- 
Doses of al to 015 m g are usuelly effecdva end do not protong emergence from general an&h&a. For mwe amuws wte. 
doses up m 0.5 mg P kg have been used. Although not systematically studied, the total dose usually does not exceed 
lOmg.lfVERSEoisgivenwlanopioid,~~doseof~mustbaraduced 



_. __ 
INTRAVEMJUSIY By 
lNTERMKiEffT lNJ!XTlON 
Far sedatiin/anxfaIysiJamneeia 
@&a~~~pmcedures~ 

CONTlNUOlJS 
INTRAVENOUS !NFUSlON 
Far sedation/anxiolysisnesia 
in critical care settings. 

CONTINUOUS 
IKlRAVENOUS INRJSlON 
F&sedation in critical care set- 

? 
,, i 

-. 

,; 

lt should be recognized tilat the depth of sede@rtIanxiolysis needed f!Xped@dc pattents depends on the type of pmcedure to be per- 
famed Fw ammple shnple light s~o~~~aiysis in Me PlaoF penod k @e different tmm the deep sedation end analg& 
required for an eodnscopic PmGedUra In a.ch@ Far this maSon, there IS a bmad MQe of dosage For r,u pedmc p~e&,,mQW&?SS 
of iJts indicadons for sedation/aiXiolysis, It iS valet t0 titra$ %RsB) end tief Concomitant medkatione slowty to the dosued cl&al 
affect. The initial dose of VERSED should be administered over 2 to 3 minutes. Since VERSED le water 
sduble, it takes ?IPrmim three tkms longer man diazepam to tieVe peak ~ effects therefore one mu% wait an additional 2 
to 3 minutesto fuliy evahmte U!e Sedative effect befara initiatkIQ a pmceduv or rSP-SatbtQ a dasa If further se&ion is necessary, con- 
tinue to titrate with small increments until the appmpnate IaVel of se&n Is achkved. If other mediiom 
CNS am wadministered the peak effect Of thoSa COmXrmht mediCatkSIS must b mnsidemd and the dose?VmSB) 

able of depmnQ the 

imp&me of dlq titfetkm to effect is Vitei tp the s& sedatfml/anxioiysiS of th? pedkdric patfen% The total dose of 
ad u@jd ma 
&ED till 

depend on Patient response, the type and dumbon of ihe-~mceduq as well as the type end dose of canecmltant modlcatioos. 
I, fi&frri patents &s 771an 6 Months of 40: Limited information is mmilable in non-intubated pedttc patimts less man 

6 months of qe. ft is uncertain when the patient traneferS from neonatal pt@&gy to pediebic p&siol~. themfore the dosing 
pmunenriatbne are uti&ac PediatHC WtlEillS IesS U!dn 6 IlWdhhs Of aQ8 ivB 
hyp~ntilation. tharofore titratk~n witi small increments to clinical oflect and 

~UC$$‘$d$abbb~fwdy obstruction and 

2 Pediatric~GMonths(o5YearsdAge:lniltaldosea05toM rn~g:to$ldweupmafi~g/kgnaybe~~~m,~each 
me&r;$ndPomt but usueliy does not exceed 6 mg. Proionoed SedatrOn and rick of hyp~lation may be essoclated wdb me 

3 p&Hz I&II~S 6 lo 72 Year uf Age IMel dose M25 to M5 mQIkQ; total dose up to a4 msntg may be needed m reach the 
desired endpoint but usuaily does not exceed 10 mg. Rdonged SedatioiI and risk of hypow%tilatlon may be associated with dk? 
higher doses. __ ._ _.._ _._. ~___-..- . . -.- . . .~~~ -- --- ----- ---- -~ 

4 p.&t& ..%f/onfe 12 io 76 Ye;us of Age: Shoutd be dosed as adults. Fmlonged sodatlon lnay beassociated with highar doses: 
some Patients in this age range will require higher then mcammanded adult doses but the total dose usually does not exeed 10 
mu. 

The doso of \IERSEll must ha reduced in patients premediceted with qpioid or Olhsr sedatiw agents inckJdinQ VERSED. Higher risk or 
i&i&yted patlen& may require lower dosages whether or not concmndent sedadn~ medieationS have beon admlnis?ered (sea WARN- 

7. ..___, . 
USUAL PEDIATRIC DOSE (NON-NEONATAL) + 

When initiating en infusi~l with VERS& 
mated in smsll increments and the 

in’hemody&niceJly comp&&d patlente. the usu;d loading dose of VEJISED should be 

his to the respiratc!y depmssent eficts 
atititimzx&l for hemodynamlc mstabdii (eg, hypolens~on).These Patients are also Vulnom- 

sod reuuke careful monitoring of respiratory iate and 

Abfez Parenterei dNQ pmducts should Inspected vlsualiy for pariieulete matter end dlscokuatiml priorto adminietmtlon. whenever solunon enu conmIner Perma. 
HOW SUPPUB]: PaCkage 0InflgUlatianS containing mk%zole.nhydmchloride oq@&ntta 5 mg midezolamfml: 
!-mL vials (5 mg) -boxes of 10 (NOC Wo4-1974-m 
01). IO-mL vials 50 mg) - boxes of 10 (NOC 00 

* 2-mL vials 

ID 6reQs mmc oari4+34m. 
Ii 1? 4-194601); 

IO mg - boxa Of 10 (NIX 00044973111): iimL Vi&S (25 IRQ - ~+XFS of Ia (NOC Qgg4+I7% 
-mL el-E-Ject’ disposable syringes (IO mg) - box of I (N ii C OO@i-l94769); - pacltago of 

.__... -I.-- 
PackaQe configurattons i&&kIQ nddazolam lrydmchlorkle equivalent to 1 mg mldazolem/ml: 
2-mL Vials (2 mQ) -boxes of M (NUC 0004-1998-~6): 5-mL V&S (5 mg) - baes of 10 (NOC oOo4499-m); l&mL vials (70 mg) - baxes of lo (NOC 0004-2gg@@). 
.smat59~m86w5-to3a"C). ,, 

Distributed by: 

0 
Roche Pharmaceuticals 

Roche Laboratories Inc. 
340 Kingsfand Street 
Nutley, New Jersey 071 I O-I I 99 
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